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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .1 36 (a). In no event, however, may a repfy be timely filed after SIX (6) MONTHS from the 
mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1)1x1 Responsive to communication(s) filed on Apr 2, 2003 

2a) K This action is FINAL. 2b) □ This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11; 453 O.G. 213. 
Disposition of Claims 

4) 59 Claim(s) r^O 



4a) Of the above, claim(s) 
5)59 Claim(s) 15 



6) 53 Claim(s) 1-14 and 16-20 

7) D Claim(s) 

8) D Claims 



is/are pending in the application, 
is/are withdrawn from consideration. 

is/are allowed. 

is/are rejected. 

is/are objected to. 



are subject to restriction and/or election requirement. 



Application Papers 

9)D The specification is objected to by the Examiner. 



1 0)D The drawing(s) filed on 



is/are a) □ accepted or b)D objected to by the Examiner. 



Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 

1 1) D The proposed drawing correction filed on is: a)D approved b)D disapproved by the Examiner 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13) D Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)D All b)D Some* c)D None of: 

1 . □ Certified copies of the priority documents have been received. 

2. □ Certified copies of the priority documents have been received in Application No. . 



. 3. □ Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
*See the attached detailed Office action for a list of the certified copies not received. 

14) D Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 1 19(e). 
a)D The translation of the foreign language provisional application has been received. 

15) D Acknowledgement is made of a claim for domestic priority under 35 U.S.C. §§120 and/or 121. 

Attachment(s) 

1 ) □ Notice of References Cited (PT0-892) 4) O Interview Summary (PTO-41 3) Paper No(s). 

2) O Notice of Drattsperson's Patent Drawing Review (PTO-948) 5) Q Notice of Informal Patent Application (PTO-1 52) 

3) O Information Disclosure Statement(s) (PTO-1 449) Paper No(s). 6) O Other: 



U. S. Patent and Trademark Office 

PTO-326 (Rev. 04-01 ) 
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DETAILED ACTION 

Applicant's response received on 4/2/03 has been entered. Claims 21 and 22 have been 
canceled. Applicant's declarations by the inventors and declarations under 37 C.F.R. 1.131 have 
also been entered. Claims 1-20 are pending in the instant application. An action on the merits 
follows. 

Those sections of Title 35, US code, not included in the instant action can be found in 
previous office actions. 

Double Patenting 

The rejection of claims 1-1 1, and 17-20 under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 1-25 of U.S. Patent No. 
5,858,351 (1/12/99) , hereafter referred to as the '351 patent, is maintained. The applicant has not 
presented any arguments traversing this rejection. Therefore the rejection of record stands. 

The rejection of claims 1-1 1, and 17-20 under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 1-24 of U.S. Patent No. 
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6,325,998 (12/4/01) , hereafter referred to as the '998 patent, , is maintained. The applicant has 
not presented any arguments traversing this rejection. Therefore the rejection of record stands.. 

The rejection of pending claims 1-11 and 17-20 under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 1-15, and 18-34 of U.S. 
Patent No. 5,846,528 (12/8/98), hereafter referred to as the '528 patent, is maintained. The 
applicant has not presented any arguments traversing this rejection. Therefore the rejection of 
record stands. 

The rejection of claims 1-10 and 17-20 under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over clams 1-13 of U.S. Patent 
6,335,01 1 (1/1/02), hereafter referred to as the '01 1 patent , is maintained. The applicant has not 
presented any arguments traversing this rejection. Therefore the rejection of record stands. 

The rejection of claim 22 under the judicially created doctrine of obviousness-type double 
patenting as being unpatentable over claims 3 and 5 of U.S. Patent No. 5,952,313 (10/5/99), 
hereafter referred to as the '3 13 patent, is withdrawn in view of the cancellation of claim 22. 
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Claim Rejections - 35 USC § 112 

The rejection of claim 22 under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention, is withdrawn in view of applicant's cancellation of the claim. 

Claim Rejections - 35 USC §102 

The rejection of claims 21 and 22 under 35 U.S.C. 102(b) as being anticipated by U.S. 
Patent No. 5,25,479 (10/12/93), hereafter referred to as Srivastava, is withdrawn in view of 
applicant's cancellation of the claim. 

The rejection of claim 22 under 35 U.S.C. 102(e) as being anticipated by U.S. Patent No. 
5,587,308 (12/24/96), hereafter referred to as Carter et al., is withdrawn in view of applicant's 
cancellation of the claim. 

The rejection of pending claims 1-2, 4-9, and 12-15 under 35 U.S.C. 102(a) as being 
anticipated by Podsakoff et al. (1995) Blood, Vol. 86 (10), 1004 A is withdrawn in view of the 
executed declarations by the inventors pursuant to In re Katz. 
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Claim Rejections - 35 USC § 103 

The rejection of pending claims 1-2, 5, 9-13, 16, 18, and 20 under 35 U.S.C. 103(a) as 
being unpatentable over Hamamori et al. (1994) Human Gene Ther., Vol. 5 (1 1), 1349-1356 in 
view of U.S. Patent No. 5,25,479 (10/12/93), hereafter referred to as Srivastava, is withdrawn 
over claims 18 and 20 in view of applicant's arguments, and maintained over claims 1-2, 5, 9-13, 
and 16. Applicant's arguments have been fully considered but have not been found persuasive in 
overcoming the instant grounds of rejection for reasons of record as discussed in detail below. 

The applicant argues that there is no suggestion to combine the teachings of Hamamori 
and Srivastava, and that the Office has improperly used an "obvious to try" standard for 
determining non-obviousness. In response to applicant's argument that there is no suggestion to 
combine the references, the examiner recognizes that obviousness can only be established by 
combining or modifying the teachings of the prior art to produce the claimed invention where 
there is some teaching, suggestion, or motivation to do so found either in the references 
themselves or in the knowledge generally available to one of ordinary skill in the art. In re Fine, 
837 F.2d 1071, 5 USPQ2d 1596 (Fed. Cir. 19880; In re Jones, 958 F.2d 347, 21 USPQ2d 1941 
(Fed. Cir. 1992). The nature of problem to be solved, the teachings of prior art, and knowledge of 
persons of ordinary skill in art are factors that have been identified by the courts as valid sources 
of motivation for combining references to demonstrate obviousness, see In re Rouffet 149 F 3d 
1355 (47 USPQ 2d 1453). Furthermore, the court has stated that it would be obvious to one 
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having ordinary skill in art to combine prior art references in order to arrive at a claimed 
invention, despite absence of single express teaching for combining the teachings of the prior art 
in the prior art references themselves, "..since law of obviousness does not require that references 
be combined for reasons contemplated by inventor, but only looks to whether some motivation or 
suggestion to combine references is provided by prior art taken as whole. " In re Beattie (CA 
FC) 24 USPQ2d 1040. However, in the instant rejection, the Office did in fact provide motivation 
to substitute an AAV vector for the plasmid vector taught by Hamamori in the form of the 
specific teachings of Srivastava that AAV vectors and virions are preferred over other types of 
vectors because they integrate in a site specific manner into the genome resulting in stable gene 
expression (Srivastava, column 2). Thus, based on the advantages of using AAV over a non- 
integrating plasmid vector, it would have been prima facie obvious to the skilled artisan to 
substitute the AAV virion encoding EPO for the plasmid encoding EPO in the methods taught by 
Hamamori et al. Further, based on the successful use of the AAV virions to transduce cells and 
express proteins taught by Srivastava, the skilled artisan would have had a reasonable expectation 
of success in transducing myoblasts and expressing EPO in vitro and in vivo using AAV virions 
encoding EPO. In addition, please note that the claims under rejection are not therapy claims. The 
claims are simply directed to transduced muscle cells in vitro or in vivo. No limitation regarding 
the level or duration of gene expression or efficiency of muscle cell transduction is recited in the 
claims. Furthermore, in regard to types of cells, Srivastava et al. is not limited to teachings the 
transduction of hematopoietic cells, Srivastava lists numerous types of cells that can be 
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transduced with AAV vectors. Thus, applicant's arguments have not been found persuasive in 
overcoming the instant grounds of rejection. 

The rejection of claims 1-2, 5-6, 8-14, 16-22 under 35 U.S.C. 103(a) as being 
unpatentable over Tripathy et al. (1994) PNAS., Vol. 91, 1 1557-1 1561, in view of U.S. Patent 
No. 5,25,479 (10/12/93), hereafter referred to as Srivastava, is withdrawn over claims 17-22 in 
view of applicant's amendment or arguments, and maintained over claims 1-2, 5-6, 8-14, and 16. 
Applicant's arguments have been fully considered but have not been found persuasive in 
overcoming the instant grounds of rejection for reasons of record as discussed in detail below. 

The applicant argues that there is no suggestion to combine the teachings of Tripathy and 
Srivastava, and that the Office has improperly used an "obvious to try" standard for determining 
non-obviousness. In response to applicant's argument that there is no suggestion to combine the 
references, the examiner recognizes that obviousness can only be established by combining or 
modifying the teachings of the prior art to produce the claimed invention where there is some 
teaching, suggestion, or motivation to do so found either in the references themselves or in the 
knowledge generally available to one of ordinary skill in the art. In re Fine, 837 F.2d 1071, 5 
USPQ2d 1596 (Fed. Cir. 19880; In re Jones, 958 F.2d 347, 21 USPQ2d 1941 (Fed. Cir. 1992). 
The nature of problem to be solved, the teachings of prior art, and knowledge of persons of 
ordinary skill in art are factors that have been identified by the courts as valid sources of 
motivation for combining references to demonstrate obviousness, see In re Rouffet 149 F 3d 1355 
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(47 USPQ 2d 1453). Furthermore, the court has stated that it would be obvious to one having 
ordinary skill in art to combine prior art references in order to arrive at a claimed invention, 
despite absence of single express teaching for combining the teachings of the prior art in the prior 
art references themselves, "..since law of obviousness does not require that references be 
combined for reasons contemplated by inventor, but only looks to whether some motivation or 
suggestion to combine references is provided by prior art taken as whole. " In re Beattie (CA 
FC) 24 USPQ2d 1040. However, in the instant rejection, the Office did in fact provide motivation 
to substitute an AAV vector for the adenovirus vector taught by Tripathy in the form of the 
specific teachings of Srivastava that AAV vectors and virions are preferred over other types of 
vectors because they integrate in a site specific manner into the genome resulting in stable gene 
expression (Srivastava, column 2). Thus, based on the advantages of using AAV over a non- 
integrating adenovirus, it would have been prima facie obvious to the skilled artisan to substitute 
the AAV virion encoding EPO for the plasmid encoding EPO in the methods taught by Tripathy 
et al. Further, based on the successful use of the AAV virions to transduce cells and express 
proteins taught by Srivastava, the skilled artisan would have had a reasonable expectation of 
success in transducing myoblasts and expressing EPO in vitro and in vivo using AAV virions 
encoding EPO. Please note that the claims under rejection are not therapy claims. The claims are 
simply directed to transduced muscle cells in vitro or in vivo. No limitation regarding the level or 
duration of gene expression or efficiency of muscle cell transduction is recited in the claims. 
Further, while adenoviruses and adeno-associated viruses may have different properties, 
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Srivastava et al. clearly demonstrates that AAV virions are fully capable of being used to 
transduce cells. It is further noted that many different viruses which also do not share common 
properties with adenovirus were well known in the art prior to applicant's filing date to be able to 
successfully transduce cells, including muscle cells, in vitro and in vivo. Thus, despite differences 
in taxonomic families, the skilled artisan at the time of filing was aware that numerous viruses 
were capable of being used to introduce heterologous nucleic acids into cells in vitro and in vivo. 

The rejection of claims 1, 3-4, 7-9, 12, and 15 under 35 U.S.C. 103(a) as being 
unpatentable over U.S.Patent No. 6,162,796 (2/19/01), hereafter referred to as Kaplitt et al. in 
view of U.S. Patent No. 5,25,479 (10/12/93), hereafter referred to as Srivastava, is withdrawn in 
view of applicant's declaration under 37 CFR 1.131. The declaration under 37 CFR 1.131. 
filed on 4/2/03 is sufficient to overcome the Kaplitt et al. reference. As such, the rejection of 
record is withdrawn. 

Claim 15 appears to be free of the prior art of record and allowable at this time. 

THIS ACTION IS MADE FINAL, Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
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MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 CFR 
1 .136(a) will be calculated from the mailing date of the advisory action. In no event, however, 
will the statutory period for reply expire later than SIX MONTHS from the mailing date of this 
final action. 

Any inquiry concerning this communication from the examiner should be directed to Anne 
Marie S. Wehbe, Ph.D., whose telephone number is (703) 306-9156. The examiner can be 
reached Monday- Friday from 10:30-7:00 EST. If the examiner is not available, the examiner's 
supervisor, Deborah Reynolds, can be reached at (703) 305-4051. General inquiries should be 
directed to the group receptionist whose phone number is (703) 308-0196. The technology center 
fax number is (703) 308-4242, the examiner's direct fax number is (703) 746-7024. 

Dr. AM.S. Wehbe 



ANNE M. WEHBE' PHD 
PWMARY EXAMINER 




